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CLAIMS; 
What we claim is 

1 . A compound of f omiula (1): 

R4 R3 

fonnula (1) 

Z is selected from -CONR^^OH and -N(OH)CHO; 
R^^ is hydrogen or Ci-3alkyl; 

is hydrogen or a group selected from Q^alkyl, C2.6alkenyl, C2^alkynyl. C3-7cycloalkyl, C5. 

10 7cycloalkenyl, aryl and heteroaryl where the group is optionally substituted by one or more 
substituents independently selected from halo, nitro, cyano, trifluoromethyl, 
trifluoromethyloxy, C^alkyl, C2-4alkenyl, Cz4alkynyl, C3-«cycloalkyl (optionally substituted 
by one or more R^"^), aryl (optionally substituted by one or more R"), heteroaryl (optionally 
substituted by one or more R**^), heterocyclyl, Ci^alkoxycarbonyl, -OR^, -SR^, -SOR^, - 

15 SOaRl -COR^ -CO2R', -CONR^^ -NR'**COR^ -SOjMR^R^ and -NR^^SOaR^; 
R^^ is hydrogen or Ci-aalkyl; 

r" is selected from halo, nitro, cyano, trifluoromethyl, ttifluoromethoxy, Ci^allq^l, C3. 
ficycloalkyl and Ci^alkoxy; 

R^ is group selected from Ci^salkyl, Cs^jcycloalkyl, Cs-Tcycloalkenyl. heterocycloalkyl, aryl, 
20 heteroaryl, arylCMalkyl and heteroarylCi-»alkyl where the group is optionally substituted by 
one or more halo; 

R^ is hydrogen or a group selected from Ci^alkyl, Cs-ecycloalkyl, Cs-vcycloalkenyl, 
heterocycloalkyl, aryl, heteroaryl, arylCi.4aIkyl and heteroaryld^alkyl where the group is 
optionally substituted by one or more halo; 
25 R* is hydrogen, Ci^alkyl or Ca^cycloalkyl; 

or R* and R^ together with the nitrogen to which they are attached form a heterocycUc 4- to 7- 
memberedring; 
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is hydrogen or a group selected from Ci-ealkyl, C3-7cycloallcyl and Cs-vcycloalkenyl where 
the group is optionally substituted by one or more substituents independently selected from 
halo, nitro, cyano, trifluoromethyl, trifluoromethyloxy and Ci-4alkyl; 

and R"^ are both hydrogen; 
5 nisOorl; 
misOorl; 

D is hydrogen, Ci^altyl, Cs-ecycloalkyl or fluoro; 

X is --(CR^^^)r-Q-(CR"R^\- where t and u are independently 0 or 1 with the proviso that t 

and u cannot both be 0; 
10 Q is O, S, SO or SO2; 

R^, R^^, R^ Wd R^^ are independently selected from hydrogen, Cj^alkyl and C3.6cycloalkyl; 

B is a group selected from aryl, heteroaryl, heterocyclyl, C3.iocycloalkyl and Cs-vcycloalkenyl 

where each group is optionally substituted by one or more groups independently selected from 

nitro, trifluoromethyl, trifluoromethyloxy, halo, Ci-4alkyl (optionally substituted by one or 
15 more R^^), C2^alkenyl, C^alkynyl, Cs-ecycloall^l (optionally substituted by one or more 

R^3), heterocycloalkyl, heteroaryl, aryl, -OR^^ cyano, -NR^^R*^ -CONR^^R^*, -NR^^COR^^ 

-SOzNR'^R'^ -NR*^S02R^^ -SR'^ -SOR'' and-SOaR^; 

r'^ is Ci^alkyl or Ca^cycloalkyl 

R^^ and R^"* are independently hydrogen, Ci-ealkyl or Cs-ecycloalkyl; 
20 or R^^ and R^"^ together with the nitrogen to which they are attached form a heterocyclic 4 to 
7-membered ring. 

or a pharmaceutically acceptable salt or an in vivo hydrolysable ester thereof. 

2. A compound according to claim 1 wh^in X is -(CH2)-0-, -0-(CH2)-, -(CH2)-0- 
25 (CH2)-or^CHMe)-0^. 

3. A compound according to claim 1 or 2 wherein R^ is Ci^alkyl, C2.4alkynyl, C3. 
6cycloalkyl, aryl, heteroaryl and Ci-4alkyl substituted by aryl or heteroaryl wherein any R^ 
group is optionally substituted by one or more substitutents independently selected from halo, 

30 cyano, nitro, Ci-4alkoxy, Ci^alkyl, trifluoromethyl and trifluoromethoxy. 
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4. A compound according to any one of claims 1 to 3 wherein B is a group selected from 
aryl, heteroaryl, heterocyclyl, Cs-iocycloalkyl and Cs-vcycloalkenyl where each group is 
optionally substituted by one or more groups independently selected from nitro, 
trifluoromethyl, halo, Ci-4alkyl, heteroaryl, -OR^^ cyano, -NR^ -CONR^^R^"^ and - 

5 NR^^COR^^ 

5. A compound according to claim 4 wherein B is aryl, heteroaryl or Ca^cycloalkyl 
optionally substituted by 1, 2 or 3 groups independently selected from Ci.4allcyl, halo, cyano, 
nitro, Ci-4alkoxy and trifluoromethyl 

10 

6. A compound according claim 5 wherein B is 2,5-dimethylphenyl or 2-methylquinolin- 
4-yL 

7. A compound according to claim 1, selected from: 

15 (R/S>l-K{4-[(2-methylquinoUn-4-yl)methyloxy]piperidin-l-yl}sulph 
pyrirnidin-2-ylbutyl(hydroxy)formainide; 

(R/S)-l-methyl-2-({4-[(2-methylquinolin-4-yl)methoxy]piperidin-l- 
yl } sulphonyl)ethyl(hydroxy)f ormamide; 

(R/S)-l-pyrid-3-yl-2<{4-[(2-methylquinoUn-4-yl)methoxy]piperidin-l-- 
20 yl}sulphonyl)ethyl(hydroxy)fonnamide; 

(El/S)-l-(lH-iinidazol-4-yl)-2-({4-[(2-methylquinolin-4-^^^ 
yl }sulphonyl)ethyl(hydroxy)formamide; 

(R/S)-2-({4-[(2,5-dimethylbenzyl)oxy]piperidin-l-yl}sulphonyl)-l-pyri^ 
ylethyl(hydroxy)fonnamide; 
25 (R/S)-[l-({ [4-(2,5-dimethylbenzyloxy)piperidin-l-yl]sulphonyl}methyl)-3- 
phenylpropyl]hydroxyformamide; 

(R/S)-2-({4-[(2,5-dimethylbenzyl)oxy]piperidin-l-yl}sulphonyl)-l-[4-fluoro-2- 
(trifluoromethyl)phenyl]ethyl(hydroxy)fonnamide; 
(R/S)-2-({4-[(2,5-dimethylbenzyl)oxy]piperidin«l-yl}sulphonyl)-l-[2- 
30 (trifluoromethyl)phenyl]ethyl(hydroxy)fonnamide; 

(R/S)-2-({4-[(2,5-dunethylbenzyl)oxy]piperidin-l-yl}sulphonyl)-l-[3^ 
(trifluoromethyl)phenyl]ethyl(hydroxy)formamide; 
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(R/S)-2-({4-[(2,5-camethylphenoxy)methyl]piperidin-l-yl}sulph^^ 
fluorophenyl)ethyl(hydroxy)formamide; 
(I^S)-l-{[(4-{[(2,5-dimethylbenzyl)oxy]methyl}piperidin"l 
pyiiimdin-2-ylbutyl(hy(froxy)formaniide 
5 (R/S)-2-methyl~3<{44(2-methylquinolin-4«yl)metf^^ 
hydroxamic acid 

(R/S)-2K{4-[(2,5-difluorobenzyl)oxy]piperidin-l-yl}sulphonyl^ 
phenylethyl(hydroxy)fonnainide 

(R/S)-hydroxy(l-phenyl-2-{[4-(pyridin-2-ylmethoxy)piperi^ 
10 yl]sulphonyl}ethyl)fonnamide; 

(R/S)-hydroxy(l-phenyl-2-{[4<pyridin-3-ybiiethoxy)piperi^^^ 
yl]sulphonyl }ethyl)formamide; 

0R/S)-2-({4-[(2,6-difluoro-3-methylbenzyl)oxy]piperidin-l-yl}su^^ 
phenylethyl(hydroxy)formamide; 
15 (R/S)-2-({4-[(2-cWoro-6-fluorobenzyl)oxy]piperidin-l-yl}sulph^ 
phenylethyl(hydroxy)formamide; 

(R/S)-2-({4-[(5-fluoro-2-methylben2yl)oxy]piperidin-l-yl}si^^ 
phenylethyl(hydroxy)formamide; 

(R/S)-2- { [4-(benzyloxy)piperidin-l-yl]sulphonyl }-l-phenylethyl(hydroxy)fom 
20 (R/S)-hydroxy[2-({4-[(2-methylbenzyl)oxy]pipeiidin-l-yl}sulphonyl)-l- 
phenylethyl]fonnainide; 

(R/S)-2-({4-[(3-chlorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l- 
phenylethyl(hydroxy)fonnainide; 

(R/S)-2-({4-[(2-bromobenzyl)oxy]piperidin-l-yl}sulphohyl)-l- 
25 phenylethyl(hydroxy)fonnaimde; 

(R/S)-2«({4-[(2-fluorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l- 
phenylethyl(hydroxy)fonnamide; 

(R/S)-2-({ 4- [(2,6-difluorobenzyl)oxy]piperidin- 1-yl } sulphonyl)- 1- 
phenylethyl(hydroxy)formaraide; 
30 0E^S)-2-({4-[(3-fluorobeiizyl)oxy]piperidin"l-yl}sulphonyl)-l- 
phenylethyl(hydroxy)foimainide; 
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(R/S)-hydroxy{ l-phenyl-2'[(4-{ [4-(trifluoromethyl)benzyl]oxy}piperidin-^ 
yl)sulphonyl]ethyl}formainide; 

(R/S)-2-{[4<cyclohexylmethoxy)piperidin-l--yl]sulphonyl}~l- 
phenylethyl(hydroxy)fonnamide; 
5 (I6^S)-2-({4-[(4-bromobenzyl)oxy]piperidin-l-yl}sulpho 
phenylethyl(hydroxy)fonnamide; 

(R/S)"2-({4-[(4-fluorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l-p^ 
fonnamide; 

(R/S)"2-({4-[(2,5-dimethylbenzyl)oxy]piperidin-l-yl}sulphonyD 
10 phenylethyl(hydroxy)formanude; 

(R/S>2-({4-[(2-fluoro-3-methylbenzyl)oxy]piperidin-l-^^ 
phenylethyl(hydroxy)fonnamide; 

(R/S>hydroxy[2-({4-[(2-methylbenzyl)oxy]piperidin-l-yl}su^ 

ylethyl]fomiamide; 
15 (RyS)"hydroxy[2-({4-[(4-melhylbenzyl)oxy]piperidin-l-yl}^^^ 

ylethyl]formamide; 

(R/S)-2-({4-[(2-fluorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l-pyri 
ylethylGiydroxy)formaniide; 

(R/S)-2<{4-[(2-chlorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l-pyri 

20 ylethyl(hydroxy)formainide; 

(R/S)-2-({44(2,4-dicWorobenzyl)oxy]pipeiidin-l-yl}sulphonyl)-l-pyri 

ylethyl(hydroxy)formamide; 

(R/S)"2-({4-[(2,6-^cMorobeiizyl)oxy]piperidin-l-yl}sulphonyl)-^ 
ylethyl(hydroxy)formamide; 
25 (R/S)-hydroxy(2-{ [4-(mesitylmefeoxy)piperidin-l-yl]sulphonyl}-l-pyridin-^ 
ylethyI)fonnamide; 

(R/S)-2-({4-[(3,4-dicWorobenzyl)oxy]piperidin-l-yl}sulphonyl)-l-py^ 
ylethyl(hydroxy)formainide; 

^S)-hydroxy[2-({4-[(3-methoxybenzyl)oxy]piperidin-l-yl}sulphonyl)-l-p^ 

30 yIethyl]fonnainide; 

(R/S)-hydroxy[2-({4-[(3-methylben2yl)oxy]piperidin-l-yl}siaphonyl^^ 

ylethyl]fonnamide; 
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(R/S)-2-({4-t(3,4-dimethylbenzyl)oxy]piperidin-l-yl}sulphon^ 
ylethyl(hydroxy)fonnarQide; 

(R/S)-hydroxy[2-({4-[(4-methoxyben2yl)oxy]piperidin-l-^^ 
ylethyl]fonnaimde; 
5 (R/S)-hydroxy[2-((4-[(4-isopropylbeiizyl)oxy]piperidin-l-yU 
ylethyl]fonnamide; 

(R/S>2-({4-[(3-chloro-4-methylbenzyl)oxylpiperidin-l-y^ 
ylethyl(hydroxy)formaimde; 

0Ei/S)-N-hydroxy-N-isopropyl-2-methyl-3-({4-[(2-methylquinolm 
10 yl}sulphonyl)propanamide; 

hydroxy{(lR)-l-[({44(2-methylquijiolin-4-yl)methoxy]piperi^^ 
pyriinidin-2-ylbutyl }f ormamide; 

hydroxy{(lS)-l-[({4-[(2-methylquinolin-4-yl)methoxy]piperi 
pyrimidin-2-ylbutyl}fonnaimde; 
15 (2R)-N-hydroxy-2-me±yl-3-({4-[(2-methylqiunolin-4-yl)^^ 
yl } sulphonyl)propanamide 

(R/S)-2-cyclopentyl-N-hydroxy-3-({4-[(2-methylquinolin-4-yl)m^ 
yl }sulphonyl)propanamide; 

(2S)-2-cyclopentyl-N-hydroxy-3-({4-[(2-methylquinoUn-4-yl)^^ 
20 yl}sulphonyl)propanaixdde; 

(2R)-2H:yclopen1yl-N-hydroxy-3-({4-[(2-methylquino^ 
yl}sulphonyl)propanainide; 

(2S)-N-hydroxy-4-methyl-2-[({44(2-methylquinoUn-^^ 
yl }sulphonyl)methyl]pentananude; 
25 (2R)-N-hydroxy-4-methyl-2-[({4-[(2-methylquinoUn-4-yl)meA^ 
yl}sulphonyl)methyl]pentanamide; and 
(I^S)-iV-{l-[4-(2,6«dimethyl-pyridin-4-ylmethoxy)-piperi^^ 
pyrimidin-2-yl-butyl } "-iV-(hydroxy)f ormamide. 



30 
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8. A compound according to claim 1 for use as a medicament 

9. The use of a compound according to claim 1 in the manufacture of a medicament in 
the treatment of a disease condition mediated by one or more metalloproteinase enzymes. 

5 

10. The use of a compound according to claim 1 in the manufacture of a medicament in 
tiie treatment of a disease condition mediated TNFa 

11. A method of treating autoimmune disease, allergic/atopic diseases, transplant 

10 rejection, graft versus host disease, cardiovascular disease, reperfusion injury and malignancy 
in a warm-blooded animal, such as man, in need of such treatment which comprises 
administeimg to said animal an effective amount of a compound accoding to claim 1. 

12. A pharmaceutical composition comprising a compound accordmg to claim 1 ; and a 
15 pharmaceutically-acceptable diluent or carrier. 

13. A process for preparing a compound according to claim 1 which comprises; 
when Z is -N(OH)CHO, the step of: 

a) converting a hydroxylamine of formula (2) into a compound of formula (1); 

20 

formula (2) formula (1) 

or where Z is -CONR^^OH the step of; 

b) converting an acid of formula (14) into a compound of formula (1); 

V^ri"^S-')rV acd activation^ >r-N''®'i-'irY^ 
Cl>)^jO I NHR1S0H KZA,XJ I 

formula (14) formula (1) 

25 and thereafter if necessary: 
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i) converting a compound of fonnula (1) into another compound of fonnula (1); 

ii) removing any protecting groups; 

iii) fonning a pharmaceutically acceptable salt or in vivo hydrolysable ester. 



